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IT I g E tnfc*m£?%Z£&fcW*&£2^%^V-fflfcti:?T^Z>Z\£L 
\ZMBV, fcmzlti-f* IgE tfi#:om^^«l®t-^%K^^^i"^^^^^^ 

10 x&^m^'r^^^mm^nx^^ (#rai-3) «> 

15 

1 : # Pi ¥ 7-109290 
^§^^©12 : 7-109292 
i&fflfciK 3 : !jf|Pl¥ 9-100236 -5f£r# 
#¥F5:S)i 4 : WO 03/084991 Al 
20 $mffXm 1 : 14 ¥^JP£^»##mitffi8l& &gE"y WM 2 -^ 

^pi£ • femmmztmmvmiim&m (mi»m P . 101-103, m 
§L%wim i5¥ 3 j^fT) 



25 mm<Dm^ 

±L o Tfe^K ift&i&g? Kltefeo T V*&V> 0 %.fc.ffimv> Easfe^f^T^^fcteS 
30 ^4>^#^-r?>^-5fe14tlM^^©TVi5fc26, #F^T?m^^ns^lKlcPLT« 
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15 

(1) fchSStf) IgE 4fL#{'^^bTVX h3ffiJ&*3 ^a^&S^SJS'&fl: 

25 L < tetalC&JtSo 
30 
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(3) mm^m{i)(Dr b ^-^^m^m^mm^m^t Lxmn^n. m 

5 (4) t^tOMtfc, rnimmW(l)&frU(2)<DT b E-44£)t^l£ 31 $1 

ntms-tz igE %iWtf&&-?z>fr : gfr&nWiV^ i g E tt.wiim&'T*®. 
io (5) &&m<D skm.fr *>m&vrc&&L : mwft\z, mm^m{i)^.r^t{2)<DT 

fc«7 bfcf-tt&J6&/W 'JX^ttiSt5Ct^ttt57 hK-tt&Jd 

5**rfc##3-a-fc7 ht:-M«UA< ux^tofHiiii*. 

25 

#j conA *7Ai:ttKfsna^i'f^>*5A 

riaig^^aj sft^r-r*. ttisa^fcfco -5 s^ofciiiai, its 
30 ^neci^^liftt'oiffi^^^^stis^, *-<Dte-&j£<b 
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£ft o ifc M £ ^ ^> T m , 

U ConA (I^t>*7AKfI^) iCtStlt^O, 

mW\Z&2> Fr.D te, H-r^V^m^^^i^ ConA # f7 A K £ n& </> &§ 

20 -ft>*7^#ttI^'efc5o 

s^t, ci(D5iBjt^a Fr.D (m-{7f>% ; 7&#®tMmft) ^ffli^o 

4) tffilUTV^. 

25 

i : #M®!$r (Fr.D) t ®«IS# fc £ £ B&J*« & it 3£ b £ £ , Fr.D T? 
\$7 h fcl — 'l&gtJf sfcli* 40 ^©•S % 36 £ (90.0%) #*G§tt£¥lJ^$*lfc 
<Z)fc2tL (f£MJ5) , ®*ia7>-eH 36 A* 26 A (72.2%) rtS&Itt^ 
LfcKT^&V> (#^fF^^ 1, fglOl^-5^ £i^41fT) o 
30 ii : |bJ Cff J: Diilfc Fr.D t. mtltM 4 K^f:£f£T# 6 ntzmtt & ffl V* 
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7.74ug/ml TkX^S >5fi^l^tt -45.5%"C feofc©i'^U> 

lOOug/ml T? 5.1%T&o fc„ ;i(E>;i£teU itfti^ fc Jt^T^86T^ V> 

5 

10 Remington's Pharmaceutical Sciences, 18th Edition, ed. A. Gennaro, 
Mack Publishing Co., Easton, PA, 1990 3tte^l3*:fe <fc ##^£^#1$ 
ft flirte: Sambrook and Maniatis, in Molecular Cloning-A Laboratory- 
Manual, Cold Spring HarborLaboratory Press, New York, 1989; Ausubel, 
F. M. et al., Current Protocols in Molecular Biology, John Wiley 8s Sons, 

15 New York, N.Y, 1995 nTl> * . 



20 lilt i-ft>^tA7AtCi§^l^^TS5. .tmU ConA 
Sepharose #®«S fr<D |*§K * > # 5 A J; S » ffi^ ^ - >T & 0 , T§m# 

X* =• >jffi ill So 

0 3tt, 15% Jffl) 7:7 U;W75 Hy;K5t*ttfc«fc5 Fr.D 0ll/^-> 

30 
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04H PAGE «fcD»ttJb;fcHa-©fc**5 2 « 

07Mf-ttl!i*M* (ADL AD2) © JfOL^ll # S f J ffi b fc t 7; ^ ^ >** f'J 
?g14^^-T. ##ttl2l 3 ©la^S^Kl^jSf antilgE : 3ft IgE ia^> MW: 

5 

B5lt 7 h tf-te&J*&MlfiLttfc«fc* Fr.D ©«tt!RJRKtt©»*-efc?K 
7 b t!-ttJfeJ»lfeS#^«fc^«S#©Jlil»t Fr.D £fgfnbfct^©fc:X*S > 

antilgE : irC IgE Jfi#:> Fr.D (x500) : Fr.D © 500 ft*«R, 
serum (AD) : 7 h tf— serum (N) : « fit # Jfn.it. 

LO 

@6tt, 15%^tt SDS-*U 7# U JV7S Hy;V*«*ftK<fc* Fr.D ©SI 

15 IgE IZ&Vmfch, ItfifFtfEJK (Fr.D) X~MWL b fcPf © t X ^ 5 >jffiHtiaifc© 
Ulit. RBL-2H3 : 7S> f7X bM^fco RBL-3D4 : RBL-2H3 b 
fck h^HftJtt IgE ^^#:(Fce Rllai^^^-— y hl^^iAUt^^Ufc b 
7 >X7t~V> baUS**. JfCIgEftte : *flt bTCDirCt b IgE St-ffcc 

i^iStlfc IgE SMflsbfFjfiJK (Fr.D) T«bfcllf ©kX*5 >5i£«ltt 

: Itt*ii!fflli^ Fr.D If ftdtt b fcfcfc. ILlfc 
MS : Wffilbfciff^iili'flS^^ Fr.D ■7?jWttb;fc»'&. ADIgE & 
fp : aMIlfctT b t!-tt^J»^S#Jfi^^e>t#6.nfc IgE ^Mf^bflP 
25 KJS (Fr.D) T?jfnj*bfc»'&. 

19 9 bmmW LAD2 SSin-Y IgE Rtf7 b tf-ft^Jt^S 

#jflL«^6#6nfc»« IgE fc.fcDtf«Sb, HfJftfHftS (Fr.D) T?*!l*bfcl* 
©fc**5 >jft«Wifc©il£*&*'*". ft IgE : MItbTOffEt b IgE ft 
30 #: 0 1/5000, 1/1500, 1/500 fcTffiSfFftM (Fr.D) ©^lRlg^£^To 
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i g E mmz$$a>vT^7> M^,tOTi«ew§«itJ&^ sit© 

(I ) t h^HS7-r ;v^-;s5&LTT^£l&*Lfc3i££iEiJRT£X*s 
^ist^s. 7^ ;i/*-©Mte#^©aii#fc^OT o.io-i. oo m 

0.15~0.30£im ?Li©7^;^~ (Corning ft. Bottle Top Filter43 1 174) 

(II) CoM-7 7Y-r>f-fi#'£iatT 1 Jii»*iaJR"r*XS 
ConA- - . * IK ■& ConA-Sepharose , 

Amersham Parmacia *fc ; *t ^ & © * 7j 45mg/ml , ConA-agarose , 
Calbiochem 3.5mg/ml, ConA-agarose^ Sigma ft 

S®*^7J 3-6mg/ml SHfflt5Hti { Tt5. 7 7 -f - T J UW<Dm S 

shirts. 

grrsxg 

i£*B#DTh^:7^-> D-^Xii^nYh^77^-, ^IS^D-7h^77 
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UVi (5691(2)) o 

5 

It-f^>^^i7n^h^^^^ — tlTtt, 01 *. MonoQ HR 10/10 
(Pharmacia Biotech &) * UNO Q12 (BioRad th) *?©7frJR<&BK *>2S& 

20mM Tris-HCl(pH8.0)%) "CVflHt $ M ft %> © T * . £ & ;7 n T h 

10 i^7 7^-lt WJttf SOURCE 15RPC ST 4.6/100 (Pharmacia Biotech) 

©W4i-*«l«7K<PKi«fcD 5-20 *i*fc*RU&'bo**«oi' htf^y 

15 

fc**5>3!ilt?g&te, ^tiR (Koro,0. et.al., J. Allergy Clin. 
Immunol., 103,663-670, 1999) <fc o. T X * 5 

(Fr.D) AtftSn*. 

>^i*7AT^It5 , Fr.D ■& * n 3 « 31 4&R « 0.05M ~ 

25 0.34MNaCl^g-e^fcBStl (01) , Mffit) 7 AH AWT* £ € 25%~40%7 
■feh^h'JJUHETflSttlSn (0 2) . 5^^& PAGE (/J? 0 7^ 'J H if)V 

Snfc (0 3) o fc*5, H3fc3St/t>l«2*5/OH6$T?0««Tt7^5 
>5Ht*£tt ; £f&&&7c: (04) o C*l 5 Fr.D 
30 £tlTl>S C <h£^1% 
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Sfc, ifeot Fr.D \ZT V tf-ft&Jf 2fej&#©M£^in LT:fe < , Fr.D 

JMjfei*& 37"C-e 90 »IH*jDlTftifi*ft*t5t, Fr.D \Z.f&~lT 
5 §SI»bT Fr.D »Jnfc«fcO t^^S J:3fc^:<&. H O «fc "5 ftfcflS 

ta«**JfiLi»**HlUfc»'&lCtt»&n5S:^21i3^6. Jine»co^m« Fr.D £ 

io m^sbfeMm#ifi^^ ; ?*#iiBm#i&i?»ft*^*#^^ igE sgsin-r 

15 X ht!-ftSMIf^6iH/& IgE T^feUfc WMfl 1 

jftJg(Fr.D)©«ffift^tttclWISJia*ie3:L/3t (^JS«7) „ ^fFia 

20 Fr.D tt 85<C, 15 # <Z> flD i& K 3: T $> Z> . Sfc, DNase £ «fc U /I — £ fc** 

bTttssttt**-r3ft«» Fr.D <&^n^7-ifcma-rs tt^^s >aiNi«tt 
$ e> m& page ©;ohi~;\*>F5 (^6) sisiiRsnzLR^i 

30 «HftRI»tfttfcJ:0*«fl/fctc5, n©;o F^^fe 
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LGKDAVEDLESVGK (B55>J## 1 ) & DAVEDLESVGK (IE^J## 2 ) <D 
TS. ;nmm*W^>^Zf?- K8frJt#M#£nfc 0 ZOmmt, &£0<D Dermcidin 
(Br.J.Cancer, 276, 5707-5713,2000 ; £AT TDCDJ £fB«<-r3) ©75^ 
83 6 96 86 #^e> 96 #*C*B St 5 C £fr *> % 

5 Mt§i6ifeb< k<d4>&< DCD feL< «^-<D^fM--e 

fcS. fe^, DCD (7) C VskM^J- H (DCD1) «ff^^6^?^$n§*fCM^y 
5^ H t L/TfS'&^nTV^^ (Nature Immunology, 2, 1133-1137, 2001) , 
DCD :fe£tf DCD1#, ftlSWS^A© IgE JfE & Id M L , TXhlfi 

nkmmi. zynzm., iv mmit. 199230 ^\zm~j^xik 

15 #^t5^it)T?f5. MfiM^^— Ft* DNA §559 (GenBank 

No. NM_053283) £fflV>> > H h D ^fBlR^ T?^ G If ^ ^ F ^POMi" 

sbj&> wjmmmmm<DMmmm ^m^^^om^n^m^zmu-t^ z\ t & 

20 1992 ^¥ ; i|fr£'(t;#*IfcM2 , III lli^ DNA B^^-it^^ 

1992 ¥ ; ^^^ti^yo h=i-;i/ &ti2i, urn : m®m 
i&wmA. mm'M. 1999^) a 

25 jtommzm-sv, ^n\z^^x^.mmm^^^m-r^>o «£ot, common? 
h tr-tt^j«^fi?i#jK«, 2&±<Dmm&LMm&'B;t5'b<Dt-?z> z\ t&xmz> 0 
z\<D&v?3.ifim&:fem$. wm\mM£mm<D§iW%;®i (-r y tr-tt&jt 

30 ^©.ks&ircisic&^Ste, M^^u^fcfe^fet^t it, mw(4)<Dmm-%m<D 
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$ t>\zmm&:fem*. w&m (mx\* bsa) , &sv>«#u:r*u 

5 

Fab, F(ab')2, Fv Wf « S&« ^ T * tl 5 . CI © «k 3 fcirtfr ©WSfcXlK 
fb^Sl^mj^ 12, #^&-gE^, III Kg • ia^ • ftffiSS;. 1992 ^ ; 

?U->%iWl , *3§5§9I, 3fBB&3£*> ^JIISJS, 1990 "Monoclonal 
15 Antibody" James W. Goding, third edition, Academic Press, 1996 ^) MIS 

swic*fis-er*^©*fl s **fc-r , b©-t?ftnw:ij*s©fWisBtt^:< , M3r© eia 

t©«f&tt, -7 1/^5 F-fb-&%^©^«SSiJ^^ ^S&fclO^ifcfc.fcoTfT'S Z. 

«»littflItl/TW + '>^- if ^^ffi-r§^-&lC«, 3,3', 5, 5' 
30 /t7-hn7i;-JH$ffli^:^ft5. 2&#t'l4|WH£#:£ b 
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TteU 125 I 3H^051#© RIA T?m V> 5 tlT V> £ © t* 5 £ 

S. i^fiitlT^ 7;VtWyt>^'fVft^7^-h (FITC) 
9 *^;Vn-^5>-f V5 L =t->'y*-b (TRITC) *©i*OtJ6tt#SKI8 ^ 

5 

m*<D IgE R#t»*»fc»'&-r*«fl3 IgE #C#£&fS2^T, Mftfc IgE 

K-*©->^^-;w=£ttffi-rtitf«fcVi. igE mwmm 
25 ftmv. *tt-fbigott;*o^^^-;v**ftta"r««k5icuT'b«fcv^. 

30 ^WMt^tS^i^t^. 
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3e9l(5)ra, itui2©i£3l^St£aik^iii#^tJn-r3 n tfcioTa*tT< 

10 St^iitS^STSS. tX^5>it«i (Koro,0. et.al., J. Allergy 
Clin. Immunol., 103, 663-670, 1999) fclBifctS WtJsmz. «fc o TSO^fta^ 

Sabroe S tt*J&£Mfcfctt* fc * * S (£ t * * 5 >*fcM"r 3 

15 »»SnfckZ^ 5 >S©*-&) ©tft*fr*>5* WlS03iJ»;ht7*S 5%fClS;^ 
UT^?> (J.Am.Acad.permatol., 40, 443-450, 1999) . fCT?5%**yh 

Fr.D l:i^t7^5 >T&mm*Ml£ Vft t 21 5, 33 £©5% 3 £ 

(9.1%) \ 7 hH-ft&JtlfcA^f 40£©5t3 36 « (90%) ¥J £ S n 

20 c 

d©ffl»©»9I{6)©&*r;&8;tt, iT» 

#i) fie, t&Ba»K(3)©©i#4:»'&"r sutsiwM^^ffi-rs^s^^fttifti'- 

25 te&jSlfe/W U ^^t^JjrTS. 

c:©55K(6)©»»f*?*fc*tt«— ^©ffi^tt- #E & <h 3 1 %K £©*£-£■£*£ 
T*B»fcffi#£»3l*K Z!©^-g-#?:iulE!flgBJ(4)i:lpl^©73^-e 

30 ^ii, ^iigv^^-;v^iw]«©^^T-^mr^o 
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^- ;V © 4ft tti tt W E 38 m (4) 1 ft a 1 1 3 Z £ & T? * £ , 
15 38E(6)©#W;&i£fc*5W-SS!l©»fil«\ KfletBlll*Ki©«f*&^H*B*fc 
Hi£i£f£©fB<K'ffc;©fc«>8? Sbv> -Tftfc>-& c ©MM©#?£teu St 

Jfe-e^O, T — A-tltSl^ffl'' 1 §8pC!t TELISA (enzyme linked 
immunosorbent assay) J t b T/£ < ffl Vi 6 frlT V> £ ^•^T? & £ . — #:in{* £: 
z:&irC#k£, M^t fe^E/ # O — ^^tft^^ffl V>3 Z h fe^Vitt, — ^ 

25 ffi#fc-&ift#©V>t , ftrt>—;frS# , J * n-^-;i/JrC#: if § Z £. =btr€^> 0 

cl©^BJ(6)©^^«, 7 h t£-ffi&Jt3fc©I£$T©^& £>f\ 7hf- 
30 tt^j<t^R9l«iR*«£©SSl#«E-r*A^^fi't-Sc:t'bRriBi:*r*. 
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2002 Kia-^Tig^Ctf 5 £ t^-e#?)o 

10 r/^yff^bJ CcfcoTfcfr? ££^^3. ^»;ff^M4»»tt7WP^ 

15 ttfctfb, • ±Bfc • *ffifcHfcBitf-r*. 2 B » 3 B » 1 aMftfc 

ICDRG (ISIK»tt&J*&W$SaE) ^*pfc«£oTff "5. fcfcfcKJfc^fcttntf (- 

icjsct (++) , (+++) twjrrs. comm«> uCi^^v/^fxM' 

25 Tbfc^Klit§LOOi£#L> HCH7 Wl^* A IT «b 7 W^¥-EJK*«fe 

U^Vi<fc5lC-r*ift*StT?»5. CC9^HJ<D7 b tf-tt&JSs&ff 31 tilt te> WfB 
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15 gc8!K #^ir;v#J&<fctf£l3m> ^h-x. 5/3-^n 

30 4gK*t«koTSfe5^ Mffl71/;i/^>i:tT©ISI/^7 , f Hi«^ 
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10,000 ftiK©7W^>*fi4t5^t^*5. =6!^T> i©5B 
5 W©»«^^JS?aifc*V^T«, SIlS4®7 1/^>i* lng/mlX 0.05ml fc 
UT»S9'fkUfc»-&, *^S#C7)m^J^ 10mg/ mix 0.05ml fcUTilfflflS-r* 



10 



15 



^mm i 

tX^5>iiMiSttiB^ (Fr.D) 

20 fc hcDfF 500ml £:7^ ;W^-«a (0.22jum) V t«® * 
S (OD280nm) 8SSt 1.07mgO5«S#fc. 

i-2. 5ttcoM-7 7^-T^fi#^isitt^ jiWfcHJR-raxs 

7 -f ;W^-»aUfcfFfc 24ml CD ConA- 7 7 4 — 7" ^ - ffi # ( ConA- 
25 Sepharose, Amersham Parmacia & ; « M S it * 45mg/ml) **iOU, 
4 < CT-Bjfe}t#b, Xt* (ConA-Sepharose^®#Pi^-) fcHUXLifc. 

1-3. ±*&»-f 9A-C#*bT, t:X^5>jlfc«ffitt*«-r«H 

30 20mM Tris-HCl(pH8.0)X'¥'#te2^*:i^ 5 A 
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(MonoQHR 10/10 ; Pharmacia Biotech ft) fc, pH8.0 fcWjRUfc±WSn 
-Kb, 0M-1M NaCl Omm%im\Z£ "P^ilSUfc. mt&vrc&y?? ->3 >o 
2 Ml fc 48M1 ©e«I^5I?nt, 37"CT? 40 ^S^$i±fCo ^©m> 

bJti»fctt«te»W-, Sim*m£in;^T^tt£-frfc<D-£ tX^> HPLC 

iHJStt£-f3., tX^S>ffiHli!^0^^:> 0.05M-0.34M NaClit«-«tn£ 
n3?£tt]Ii$r£:lHliKb7£ (Ell) . tX^5 >*ttXlKfa*©^feK:fleo 

TSS^bfc (Koro.O. et.al., J. Allergy Clin. Immunol., 103, 663-670, 
1999) o 

10 

i-4. MiasM^SM*!* ^A.-efrrnvx. >jtt»Stt*Wi"*PI 

ft (Fr.D) £®JRf-5X@ 

lt< =7 ATIUiKLfcy^^ 3 0.1% TFA/P^tKT 10 

b, 5£*a#^A (SOURCE 15RPC ST 4.6/100 ; Pharmacia Biotech) Kin — 
15 Kb, 0.1% TFA/3H«7K^6 0.1% TFA/CH3CN <Z) ^ gl SB i§ ffi b feo 
aSffibfe^^^a ><Z> 2M1 SilMIT TFA ^ CH3CN £#3B3itfc«. 
tX^5 >jtt«ttlft*fTV^ jtt«I?£ftCD**:7 7^->3 > (CH3CN itS 25% 
~40%) ^rtHjJRI"^ (EI 2) o 

Fr.D 15%PAGE T? ® Hi b t # <D K & — > & El 3 IC^t. El 3 fc* 

3, ;t>ni^n>f«6STl:ffitSgftfc (H4) o 



25 T bli— ttJ&Jff&MJ&Litfc** Fr.D OtX^5 >SlfcflilS&^<Z>ftUB 

Fr.D &EaIJKb» PBStS^UTi^S: lmg/mltl/fcfe©?: 

Fr.D©in°ptbfc. T b tf -&&Jt&S# <Z>JfiL«T 40 M 1 Fr.D « p a o © 50 
ft 10 Ml *nXX 30 ftWi-fV^ >^^^- bi-3£fc**5 >jtt«?£& 

30 tt^^C^^nfccDCML, «*#ojfii«fSl0A.fc»'&K:ttt^^5 
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tefcfrft&a^fc. (H5) . &43, antilgE t. Fr.D(x500)te# *J 7- J Zf 3 > h 
serum (AD ; &#jfo.i») fc serum (N ; tt##J&L») fc^T^ ^3 



^]0£flI3 

3-1. DNase^S, UA-ifMS 
10 Fr^D Ifi 5^1 DNase (Ambion 1±) 0.2U/ Ml (*£i&^) SriD*. 37"C , 
16«rM, **Vi«»Wft*©U^— K (SIGMA ft) 30mU/Ail (ft* ft) SrflP 
*_37 C C, 16ltFI^ -f >3ro.^- hbfcfr\ Vi-fn©*^ % h * 9 ^ > iSlUfStt 

15 3-2. yo^T— if^S 

Fr.D 5 Ml ProteinaseK (Ambion ft) 2itg//iL $ * Trypsin 

(sigma %fc) 2ug/ui ^m^xmmm^ o.iug/tn tu> 37*0, 16 raw^r 

20 

M»##r tt <fc § t 5 y nmm © 

Fr.D * 15%© SDS-PAGE tlllfctf ®/^->^i 6 fc^f (A>F 
25 ©##tt0 3©#*£tt&rU%>»Ji&UTV>ftV*) . #A > F 0 ffl VT? )V 
1*3 h U y->>$Hb£Ux *gfciiili#© MS/MS Sl5tK:«fc OrtWTS /BfeE^JS* 
36 b fc o * © m * , /t>M*6A>H5*T?OtTK*l->T, 
LGKDAVEDLESVGK, * «k DAVEDLESVGK © 7 5 7 Mai* #"3 ^ 7*^ K 
jJtftffiSnft. 5 s — *©&fftJ&*6, Ctl&tt dermcidin 
30 83#^6 96#&££J? 86#J&>6 96 # fcffl ^ "T * £ 6 £ & ^ fc- 
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5 nmm s 

Fr.D &mm bfcy h t!-&&jt2fcM t a>^i$T 

S^^ajfiL^li^^ Fr.D *Hn a n (HiS2|ig/ml) ^tP^.> fcl X * 5 >agi§|» £ 

io su^Lfco ^-©mi^ ttmz* v h*7m.& 5%\zm.fe\sxmMvt£tz?>. m 
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SEQUENCE LISTING 

<110> Michihiro Hide 

Wakunaga Pharmaceutical Co. , Ltd. 

<120> Atopic dermatitis-inducing substance 

<130> 04-F-038PCT 

<140> 
<141> 

<150> JP2003-1 94642 

<151> 2003-07-09 

<160> 2 

<210> 1 

<211> 14 

<212> PRT 

<213> Homo sapiens 

<220> 

<223> Oligopeptide of Dermcidin 
<400> 1 

Leu Gly Lys Asp Ala Val Glu Asp Leu Glu Ser Val Gly Lys 
1 5 10 



<210> 2 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<220> 

<223> 01 igopeptide of Dermcidin 

<400> 2 

Asp Ala Val Glu Asp Leu Glu Ser Val Gly Lys 
1 5 10 
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